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(2) Loss on drying. Proceed as directed
in § 436.200(b) of this chapter.

[42 FR 59867, Nov. 22, 1977, as amended at 50
FR 19919, May 13, 1985]

Subpart C—Injectable Dosage
Forms

§ 440.201 Sterile azlocillin sodium.

The requirements for certification
and the tests and methods of assay for
sterile azlocillin sodium packaged for
dispensing are described in § 440.1a.

[47 FR 53349, Nov. 26, 1982]

§ 440.202 Sterile amdinocillin.

The requirements for certification
and the tests and methods of assay for
sterile amdinocillin packaged for dis-
pensing are described in § 440.2a.

[50 FR 7766, Feb. 26, 1985]

§ 440.207 Sterile ampicillin trihydrate
for suspension.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Sterile ampicillin tri-
hydrate for suspension is a dry mixture
of ampicillin trihydrate and one or
more suitable and harmless buffer sub-
stances, stabilizers, suspending agents,
and preservatives. Its potency is satis-
factory if it is not less than 90 percent
and not more than 120 percent of the
number of milligrams of ampicillin
that it is represented to contain. It is
sterile. It is nonpyrogenic. Its loss on
drying is not less than 11.4 percent and
not more than 14.0 percent. When re-
constituted as directed in the labeling,
its pH is not less than 5.0 and not more
than 7.0. The ampicillin trihydrate
used conforms to the standards pre-
scribed by § 440.7a(a)(1) of this chapter.

(2) Labeling. In addition to the label-
ing requirements prescribed by § 432.5
of this chapter, this drug shall be la-
beled ‘‘sterile ampicillin for suspen-
sion.’’

(3) Requests for certification; samples.
In addition to complying with the re-
quirements of § 431.1 of this chapter,
each such request shall contain:

(i) Results of tests and assays on:
(a) The ampicillin trihydrate used in

making the batch for potency, loss on

drying, pH, ampicillin content, con-
cordance, crystallinity, and identity.

(b) The batch for potency, sterility,
pyrogens, loss on drying, and pH.

(ii) Samples required:
(a) The ampicillin trihydrate used in

making the batch: 10 packages, each
containing approximately 300 milli-
grams.

(b) The batch:
(1) For all tests except sterility: A

minimum of 12 immediate containers.
(2) For sterility testing: 20 immediate

containers, collected at regular inter-
vals throughout each filling operation.

(b) Tests and methods of assay—(1) Po-
tency—(i) Sample preparation. Reconsti-
tute as directed in the labeling. Using
a suitable hypodermic needle and sy-
ringe, remove all of the withdrawable
contents if it is represented as a single-
dose container, or, if the labeling speci-
fies the amount of potency in a given
volume of the resultant preparation,
remove an accurately measured rep-
resentative portion from each con-
tainer. Dilute the resultant solution
with 0.1M potassium phosphate buffer,
pH 8.0 (solution 3), for the micro-
biological agar diffusion assay, or dis-
tilled water for the iodometric assay,
to give a stock solution of convenient
concentration.

(ii) Assay procedures. Use either of the
following methods; however, the re-
sults obtained from the micro-
biological agar diffusion assay shall be
conclusive.

(a) Microbiological agar diffusion
assay. Proceed as directed in § 436.105 of
this chapter, diluting an aliquot of the
stock solution with solution 3 to the
reference concentration of 0.1
microgram of ampicillin per milliliter.

(b) Iodometric assay. Proceed as di-
rected in § 436.204 of this chapter, ex-
cept in paragraph (d) of that section,
add 3 drops of 1.2N hydrochloric acid to
both the sample and working standard
solutions after the addition of 0.01N io-
dine solution. Dilute an aliquot of the
stock solution with distilled water to
the prescribed concentration.

(2) Sterility. Proceed as directed in
§ 436.20 of this chapter, using the meth-
od described in paragraph (e)(1) of that
section, except in lieu of (e)(1)(i)(a),
prepare the sample for test as follows:
From each of 10 immediate containers,
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1 One Levy unit of penicillinase inactivates
59.3 units of pencillin G in 1 hour at 25° C.
and at a pH of 7.0 in a phosphate buffered so-
lution of a pure alkali salt of penicillin G
when the substrate is in sufficient con-
centration to maintain a zero order reaction.

aseptically transfer approximately 300
milligrams of sample into a sterile 500-
milliliter Erlenmeyer flask containing
approximately 400 milliliters of dilut-
ing fluid D. Add at least 200,000 Levy
units 1 of penicillinase. Repeat the
process using 10 additional containers.
Swirl both of the stoppered flasks to
completely solubilize the suspension
prior to filtration and proceed as di-
rected in paragraph (e)(1)(ii) of that
section. If the formulation cannot be
filtered, proceed as directed in
§ 436.20(e)(2) of this chapter, except use
medium B in lieu of medium A.

(3) Pyrogens. Proceed as directed in
§ 436.32(f) of this chapter, using a solu-
tion containing 20 milligrams of ampi-
cillin per milliliter.

(4) [Reserved]
(5) Loss on drying. Proceed as directed

in § 436.200(a) of this chapter.
(6) pH. Proceed as directed in § 436.202

of this chapter, using the solution ob-
tained when the product is reconsti-
tuted as directed in the labeling.

[39 FR 18976, May 30, 1974, as amended at 49
FR 3459, Jan. 27, 1984; 50 FR 19918, 19919, May
13, 1985]

§ 440.209 Ampicillin sodium injectable
dosage forms.

§ 440.209a Sterile ampicillin sodium.
The requirements for certification

and the tests and methods of assay for
sterile ampicillin sodium packaged for
dispensing are described in § 440.9a.

[39 FR 18976, May 30, 1974, as amended at 42
FR 59867, Nov. 22, 1977. Redesignated at 52 FR
42288, Nov. 4, 1987]

§ 440.209b Sterile ampicillin sodium
and sulbactam sodium.

(a) Requirements for certification—(1)
Standards of identity, strength, quality,
and purity. Ampicillin sodium and
sulbactam sodium is a dry mixture of
ampicillin sodium and sulbactam so-
dium in which the ratio of ampicillin
to sulbactam is 2:1. Its ampicillin po-
tency is not less than 563 micrograms
of ampicillin per milligram on an an-

hydrous basis. It contains not less than
280 micrograms of sulbactam per milli-
gram on an anhydrous basis. Its ampi-
cillin sodium content is satisfactory if
it contains not less than 90 percent and
not more than 115 percent of the num-
ber of milligrams of ampicillin that it
is represented to contain. Its
sulbactam sodium content is satisfac-
tory if it contains not less than 90 per-
cent and not more than 115 percent of
the number of milligrams of sulbactam
that it is represented to contain. It is
sterile. It is nonpyrogenic. Its moisture
content is not more than 2.0 percent.
The pH of an aqueous solution contain-
ing 10 milligrams of ampicillin and 5
milligrams of sulbactam per milliliter
is not less than 8.0 and not more than
10.0. It passes the identity test for am-
picillin and sulbactam. The ampicillin
sodium content conforms to the stand-
ards prescribed by § 440.9a(a)(1) of this
chapter. The sulbactam content con-
forms to the standards prescribed by
§ 455.82a(a)(1) of this chapter.

(2) Labeling. It shall be labeled in ac-
cordance with the requirements of
§ 432.5 of this chapter.

(3) Requests for certification; samples.
In addition to the requirements of
§ 431.1 of this chapter, each such re-
quest shall contain:

(i) Results of tests and assays on:
(A) The ampicillin sodium used in

making the batch for potency, steril-
ity, pyrogens, moisture, pH, crystallin-
ity, and identity.

(B) The sulbactam sodium used in
making the batch for potency, steril-
ity, pyrogens, moisture, crystallinity,
and identity.

(C) The batch for ampicillin potency,
sulbactam potency, sterility, pyrogens,
moisture, pH, and identity.

(ii) Samples, if required by the Direc-
tor, Center for Drug Evaluation and
Research:

(A) The ampicillin sodium used in
making the batch: 12 packages, each
containing approximately 300 milli-
grams.

(B) The sulbactam sodium used in
making the batch: 12 packages, each
containing approximately 300 milli-
grams.

(C) The batch:
(1) For all tests except sterility: A

minimum of 10 immediate containers.
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